TO THE EDITOR-Brousseau et al [1] have nicely shown that about 50% of vaccinenaive children who develop invasive pneumococcal disease (IPD) fail to develop antibody >0.35 µg/mL to their infecting serotype after infection. Further, they report that some children infected with a specific serotype of Streptococcus pneumoniae have deficient capacity to make antibody to that serotype after vaccination with protein conjugate pneumococcal vaccine (PCV), whether the vaccine is given prior to or following the IPD. They state that this result is unexpected because "PCV is highly immunogenic for all vaccine serotypes." Although that statement is true, in general, it does not apply to all individuals.
In careful studies of healthy adults and family clusters, we previously reported that some persons fail to respond to pneumococcal polysaccharide vaccine (PPSV23) and that the capacity to respond is genetically controlled [2] . This finding was not surprising, although there has been remarkably little attention to the genetics of responses to polysaccharides compared to responses to protein antigens. We subsequently reported [3] that this genetic lack of responsiveness was overcome in some, but not all, instances by vaccinating with protein-conjugate polysaccharides. This work predated the availability of PCV7, so we were dependent upon a variety of protein-conjugate preparations. Nonetheless, the findings suggested that, although protein conjugation enables some individuals to overcome the genetic inability to generate antibody to pneumococcal capsular polysaccharides, there are others who fail to respond even after vaccination with polysaccharide conjugates. In other words, responses to vaccination are governed by as-yet unrecognized genetic factors, and it is not really surprising that some individuals fail to respond to the battery of capsular polysaccharides contained in PCV7 or PCV13. It is, of course, also true, as suggested by Brousseau et al [1] , that hyporesponsiveness to the vaccine after the antigenic stimulus of infection may be responsible, perhaps related to the generation of suppressor T cells [4] . 
